
Sun et al. Environmental Health 2013, 12:85
http://www.ehjournal.net/content/12/1/85
RESEARCH Open Access
Statistical strategies for constructing health risk
models with multiple pollutants and their
interactions: possible choices and comparisons
Zhichao Sun1*, Yebin Tao1, Shi Li1, Kelly K Ferguson2, John D Meeker2, Sung Kyun Park2, Stuart A Batterman2

and Bhramar Mukherjee1
Abstract

Background: As public awareness of consequences of environmental exposures has grown, estimating the adverse
health effects due to simultaneous exposure to multiple pollutants is an important topic to explore. The challenges
of evaluating the health impacts of environmental factors in a multipollutant model include, but are not limited to:
identification of the most critical components of the pollutant mixture, examination of potential interaction effects,
and attribution of health effects to individual pollutants in the presence of multicollinearity.

Methods: In this paper, we reviewed five methods available in the statistical literature that are potentially helpful
for constructing multipollutant models. We conducted a simulation study and presented two data examples to
assess the performance of these methods on feature selection, effect estimation and interaction identification using
both cross-sectional and time-series designs. We also proposed and evaluated a two-step strategy employing an
initial screening by a tree-based method followed by further dimension reduction/variable selection by the
aforementioned five approaches at the second step.

Results: Among the five methods, least absolute shrinkage and selection operator regression performs well in
general for identifying important exposures, but will yield biased estimates and slightly larger model dimension
given many correlated candidate exposures and modest sample size. Bayesian model averaging, and supervised
principal component analysis are also useful in variable selection when there is a moderately strong exposure-
response association. Substantial improvements on reducing model dimension and identifying important variables
have been observed for all the five statistical methods using the two-step modeling strategy when the number of
candidate variables is large.

Conclusions: There is no uniform dominance of one method across all simulation scenarios and all criteria. The
performances differ according to the nature of the response variable, the sample size, the number of pollutants
involved, and the strength of exposure-response association/interaction. However, the two-step modeling strategy
proposed here is potentially applicable under a multipollutant framework with many covariates by taking
advantage of both the screening feature of an initial tree-based method and dimension reduction/variable
selection property of the subsequent method. The choice of the method should also depend on the goal of the
study: risk prediction, effect estimation or screening for important predictors and their interactions.
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Background
As public awareness of consequences of environmental
exposures has grown, estimating the adverse health ef-
fects due to simultaneous exposure to multiple pollu-
tants is currently an important topic to explore [1]. It
can provide insight into understanding the biological
mechanisms of pollutant toxicity and guide regulatory
standards for public health [2,3]. To date, numerous
studies have examined a wide range of health impacts
from exposure to ambient pollutants, with positive evi-
dences on elevated all-cause mortality [4,5], impaired
cardiac function [6], adverse cardiovascular events [7,8],
propensity for diabetes mellitus [9], raised incidence of
respiratory symptoms in children [10,11], reduced lung
function [12,13], preterm delivery and low birth weight
[14,15] and increased cancer risk [16,17].
In air pollution epidemiology, traditionally, health risks

were assessed by estimated effects of one or several
monitored pollutants using single-pollutant models. For
instance, fine particulate matter (PM2.5) has been one of the
most frequently studied pollutants [6,7,10,14,16,18-20].
Other criteria air pollutants such as carbon monoxide (CO),
sulfur dioxide (SO2), nitrogen dioxide (NO2) and ozone
(O3) also have been implicated in adverse effects on
health [14,18,19]. However, the reliability of using single
pollutant as the surrogate for air pollution is inadequate
because air pollution is a mixture of many different
gases, vapors and particles, with varying concentration
and composition depending on the geographic regions
and meteorological conditions [21]. To capture the com-
plex nature of environmental exposure as a whole, there
is a need to move from a single-pollutant to a multipollutant
approach, as recommended by the National Research
Council [1,21-24].
Some of the major challenges in evaluating the health

impacts of environmental exposures in a multipollutant
model are (1) to identify the specific components of pollu-
tion mixture that are most critical to the outcome of inter-
est, when a large number of exposures are observed; (2) to
examine the potential for interaction effects among pollu-
tants, given the evidence that the impact of combined ex-
posures may differ from the sum of the impacts from
single-pollutant models [25]; and (3) to efficiently attribute
health effects to individual pollutants in the presence of
multicollinearity. Pollutants are often correlated due to
the temporal and spatial pattern of emissions, and the
strong influence of common meteorology. The various
common constituents of the atmosphere and their che-
mical reactions across a region can induce this temporal
and spatial correlation [26]. Additionally, multipollutant
models place higher demands on the completeness and
quality of the necessary exposure data, which has been a
longstanding issue in environmental epidemiology [21].
While very important, the issue of exposure assessment
and areal integration/imputation of possibly misaligned
exposure data is beyond the scope of our coverage in the
present paper.
Often, surrogates or proxy summary measures of the

total environmental exposure burden have been used to
explore the deleterious effects of pollution mixture. A sim-
ple way is to represent each emission source by a single
pollutant, for instance, NO2 or CO for vehicular traffic,
PM10 for traffic and other combustion sources, and SO2

as an indicator of power plant emissions. A second ap-
proach involves replacing ambient concentrations of pol-
lutants with an indicator variable for the emission source.
Factors such as living in close proximity to major roads or
around roads with certain traffic intensity have been used
to assess health risks [16]. A third strategy divides pollu-
tants into groups by physical-chemical characteristics or
biological reactivity. For example, the separation of fine
(PM2.5) and coarse particles (PM10-2.5) based on size distri-
bution has sharpened our understanding of where inhaled
size-specific particulate matters come to rest in human
body and how they lead to different biological symptoms
[6,12]. A fourth strategy uses source apportionment ana-
lysis or “receptor modeling”, a widely used technique that
distinguishes emission sources, especially for PM, by ap-
portionment using profiles and source impacts [27]. A few
epidemiological studies have used source apportionment
data as explanatory variables in their examinations of PM
health effects [28,29]. Lastly, composite metrics, such as
the Air Quality Index (AQI) proposed by the U.S. Envi-
ronmental Protection Agency (EPA), might be used to ex-
plore health impacts of air pollution. The AQI provides an
integrated value of air quality health impacts from five air
pollutants (O3, PM, CO, SO2, and NO2) regulated by the
Clean Air Act, and is categorized into six levels labeled as
“good”, “moderate”, “unhealthy for sensitive groups”,
“unhealthy”, “very unhealthy” and “hazardous”, each accom-
panied with difference health advices [30]. While the stra-
tegies above could be easily implemented, overly simplified
conversion to surrogate categories may lead to loss of infor-
mation, and the resulting estimates corresponding to sur-
rogates or proxies have distinct interpretations than the
ones corresponding to individual exposures. More im-
portantly, synergistic effects among pollutants become
not identifiable by substituting with the composite or
mixture measures.
To address potential synergistic effects among air pollu-

tants, multivariate models with main effects for each pollu-
tant and interaction effects for each pair of pollutants has
been suggested [1,21]. However, it is well known that the
statistical power for detecting a significant two-way inte-
raction is low unless there is a strong measurable in-
teraction or an adequately large sample size, and this
reduction in power is even greater for higher order inter-
actions. Consequently, it may not be feasible to detect all
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pairwise (and higher order) interactions given a large set of
pollutants. When a synergy among multiple pollutants is
suspected, tree-based regression methods such as classifi-
cation and regression tree (CART) can be used to explore
multiple potentially non-linear and hierarchical interac-
tions [31]. While CART is well suited for identifying im-
portant main effects and interactions, it does not lead to
quantitatively meaningful effect estimates. An alternative
to quantify health effects with complex interactions is the
deletion/substitution/addition (DSA) algorithm by Sinisi
and van der Laan [32]. This algorithm was proposed to ex-
plore interactions in high-dimensional genomic data, and
was later adapted to the environmental context to over-
come the issue of a large number of correlated predictors
[33]. One advantage of this algorithm is its flexibility of im-
posing customized constraints on model size, order of in-
teractions, and polynomial functions of exposures to be
included in the model. In addition, its model selection
process is more aggressive than other automated selections
as it does not enforce the restriction of nested structure on
the explored class of models. However, the DSA approach
has been criticized because its estimates are not consistent
if the ratio of sample size to the number of candidate pre-
dictors is small, and the associated confidence intervals
have poor statistical properties when substantial correl-
ation exists among predictors [34].
To identify risk factors that have the most explanatory

power in the presence of correlation, a natural route is to
apply some dimension reduction technique. Several stand-
ard methods, such as factor analysis or principal compo-
nent analysis (PCA), have been implemented to analyze
the effects of multiple pollutants [35-37]. PCA derives or-
thogonal components from the set of exposure variables
by making full use of the variability in the data by using
the eigenvalues and eigenvectors of the exposure correl-
ation matrix. A resultant “eigenexposure” can be used in
subsequent analysis. A danger in this analysis is that the
relationship between exposures and response variables is
not accounted for in the generation of the principal com-
ponents. A modified version of PCA, named supervised
principal component analysis (SPCA), may go beyond this
limit [38]. By a pre-screen of eliminating pollutants not as-
sociated with the outcome, SPCA returns effect estimates
with smaller bias than corresponding estimates from PCA.
However, after the pre-screen step, the limitation of not
accounting for the multivariate exposure-response associ-
ations in PCA still applies to SPCA, and it may suffer from
model misspecification. Partial least-squares regression
(PLSR) is another extension of PCA, in which an optimum
subset of predictors is found that is also relevant for
response-predictor relationships [39-41]. Despite its popu-
larity in engineering and machine learning community,
PLSR has been seldom used in environmental health stud-
ies. One disadvantage of all PCA-based techniques is that
since each principal component is a linear combination of
multiple pollutants, estimated coefficients do not have dir-
ect quantitative interpretation.
While PCA offers dimension reduction in con-

structing summary exposure features, shrinkage-based
regression, e.g., least absolute shrinkage and selection
operator (LASSO) or ridge regression, may be helpful in
dealing with large dimensional models through variable se-
lection [42]. Due to the nature of the linear constraint,
LASSO regression differs from ridge regression in that
exact shrinkage of coefficients to zero is feasible, and hence
it incorporates variable selection [43]. Unfortunately,
shrinkage-based methods are unable to provide unbiased ef-
fect estimates, and some of them (i.e., ridge regression) do
not perform variable selection.
A further statistical difficulty involves incorporating

model uncertainty in the effect estimates. Given a long list
of explanatory variables, the usual practice is to present re-
sults from a single model selected from a series of hypoth-
esis testing procedures while ignoring other plausible
models. Skepticism regarding this philosophy that a single
model can serve as a representative of “the true model” in
a given dataset with moderate sample sizes prevails [44].
To address this problem of selecting “the” model, Bayesian
model averaging (BMA) averages the effect estimates
across all possible models weighted by the model posterior
probabilities [45,46]. However, there are differences in
opinion associated with the interpretation of effect esti-
mates from BMA in the presence of extensive collinearity
or under a large model space [46].
From the above discussion it is clear that the choice of

the method has to be guided by the goal of the study:
screening for associations, effect estimation or risk predic-
tion; it also has to be governed by the size of the dataset as
well as the dimensionality of the potential set of predictors.
There is a paucity of literature reviewing the operating
characteristics of existing statistical models and comparing
their strengths and weaknesses in a multipollutant context.
Billionnet et al. recently presented an excellent review of
statistical methods used or potentially applicable to this
problem [47]. However, no quantified assessment of the
relative performances of different methods or numerical
results from simulation studies was provided in that re-
view. In this paper, we conduct an extensive simulation
study for continuous outcomes from a cross-sectional
study as well as disease counts from a time-series study,
and present two data examples to assess the performances
of the five statistical methods: DSA, SPCA, LASSO, PLSR
and BMA. In addition, a two-step modeling strategy em-
ploying an initial screening by CART in combination with
each of the aforementioned five methods is evaluated when
there is a long list of candidate pollutants plus interactions
to consider. We examine the performance of each ap-
proach with a focus on feature selection, effect estimation
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and detection of main effects and interactions. Other aspects
such as efficiency of the estimates, stability of the results,
flexibility of implementation and difficulty in interpretation
are discussed as well. This comprehensive comparison will
be helpful for making informed decisions on which ana-
lytic approach to choose with different data structures and
study designs. We also provide annotated R-codes for im-
plementation of all the methods that may serve as a useful
resource to the practitioner (see Additional file 1).

Methods
Statistical methods
In this section, we describe how each method is imple-
mented and what are the advantages and disadvantages of
using each one. All statistical analyses can be conducted
using R software (version 2.13.0), and packages corre-
sponding to different methods will be introduced.

Notations
Let us consider a regression problem with a continuous
response Y and potential predictors X (different pollut-
ants or source components in a single pollutant in the
context of a multipollutant study):

Y ¼ β0 þ
XP
p¼1

βpZp þ ε; and

Zp ¼ X1;…;XK ;|fflfflfflfflfflfflffl{zfflfflfflfflfflfflffl}
K terms

X1X2;…;XK−1XK|fflfflfflfflfflfflfflfflfflfflfflfflfflffl{zfflfflfflfflfflfflfflfflfflfflfflfflfflffl}
K
2ð Þ terms

; say;

ð1Þ
where β0 refers to the intercept, βp is the coefficient for
predictor Zp (can be zero in the true model), the random
error variable ε follows a standard normal distribution,
X is a set of candidate pollutants with size K, and Z is
the entire set of potential predictors: for this paper we
consider all the main effect terms and pairwise interac-
tions among candidate pollutants in X, hence the dimen-
sion of Z is P ¼ K þ K

2

� �
.

Classification and regression tree (CART)
The algorithm of CART involves recursively partitioning
observations until reduction in the variability of the out-
come is maximized [48]. The construction of a decision
tree involves three steps [31,43]: (1) Recursive data
partitioning: at each partitioning step, the algorithm ex-
amines all split points on every explanatory variable in
X, and chooses the best pair of split points and splitting
variable in terms of the minimum sum of squared devia-
tions from the mean responses in the resultant two sub-
groups. This partitioning is repeated on each of the new
subgroups. In this process, no assumption of linear rela-
tionship has been assumed, so complex interactions and
non-linear effects may be captured. (2) Construction of
the preliminary tree: in order to capture the important
structure of the data, a large preliminary tree is preferred
and the binary splitting is stopped when a minimum
node size is reached or when further split does not im-
prove the overall fit significantly. (3) Pruning the deci-
sion tree: to overcome the problem of overfitting, the
preliminary tree is pruned by its predictive ability, for
example, minimizing the ten-fold cross-validated error.
This recursive partitioning of the regression trees can be
implemented by rpart package [48].
Unlike traditional regression models, a tree-based me-

thod has several attractive properties: it is less sensitive
to outliers, it requires no distributional assumption or
data transformation, it is adaptable to complicated inter-
actions among a large pool of predictors, the results are
visually intuitive, and the prediction rule is easy to follow
[38,41]. However, its application is restricted by the fact
that quantified risk and effect estimates corresponding
to the predictors cannot be obtained directly.
Deletion/Substitution/Addition (DSA)
As a novel model selection approach, the implementation
of DSA algorithm can be divided into three steps [32,49]:
(1) Construct the whole model space as linear combina-
tions of basis functions under user-specified constraints,
where the choices of basis functions of candidate
predictors are determined by the maximum order of inter-
actions and maximum sum of powers (e.g. terms of the

nature Xi
1X

j
2, with a constraint on i+j), and the model size

also has a specified maximal value. (2) Starting from an
intercept model, the DSA algorithm searches the model
space by making deletion, substitution and addition moves
repeatedly until the model size exceeds the specified max-
imum value. Given the current best model of size p=3, say
(e.g., X1 +X2 +X1X2), a deletion move produces a deletion
set of models with size p-1 by deleting an existing term
from the current model (e.g., X1 +X2), finds a model with
the minimum objective function within this deletion set,
and updates the best model of size p-1 if this minimum is
less than previously saved minimum of size p-1. The ob-
jective function chosen depends on the type of response
considered and corresponds to sum of squared residuals
in linear regression. The substitution and addition moves
are performed similarly, with the substitution set
containing models of the same size p where an existing
term is replaced by a new term (e.g., X1 + X2 + X1X3) and
the addition set containing models of size p+1 by adding a
new term to the current model (e.g., X1 + X2 + X3 +
X1X2). (3) After the optimal model for each model size is
identified, the final model with its corresponding predictors
is selected based on cross-validation. This flexible model
selection approach can be implemented by modelUtils and
DSA package jointly [50].
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Considering its original motivation of detecting tran-
scription factor binding sites for the analysis of genomic
data, the DSA algorithm was developed to enable an ex-
haustive search over the entire covariate space, which
includes complex interactions and nonlinear terms of
predictors, a feature that is likely to be useful in mul-
tipollutant studies. Another attraction of this algorithm
is the adoption of the deletion, substitution and addition
moves. Unlike automatic model selection such as back-
ward or stepwise procedures which depend on tests for
nested models, DSA allows for the flexibility of deleting,
replacing or adding terms at each move, thus forcing the
search to be more exhaustive. Additionally, the use of
cross-validation in the algorithm ensures the selected
model being less sensitive to outliers and has good pre-
dictive ability [33].

Supervised principal component analysis (SPCA)
Acknowledging that conventional PCA only maximizes
the variance explained by linear combinations of the pre-
dictor variables, SPCA was proposed to take into account
the relationship between predictors and response variables
in the dimension reduction process [51]. The benefit of
SPCA as a feature selection tool becomes apparent when
the covariate space grows, especially under extreme condi-
tions where the number of covariates exceeds the number
of observations, the well-known P>N situation.
Roberts and Martin further refined the SPCA method to

make it suitable for multipollutant time-series studies [38].
For describing the method, we assume the regression
dataset comes from a cross-sectional study with continu-
ous responses as described in Equation 1. The implemen-
tation of SPCA can be achieved as follows: (1) Sort Wald’s
statistics from univariate models for all individual and
interaction terms in a descending order. (2) Choose a re-
duced matrix Z’ selecting S covariates with absolute values
of Wald’s statistics larger than a threshold ζ, where the op-
timal choice of ζ is determined by minimizing the predic-
tion error of the corresponding multivariate model via
10-fold cross-validation. (3) Compute the first q (q<S)
principal components of the reduced matrix Z’. Typically
the first few principal components capture most of the
variability in the covariate space, and in some cases it may
be enough to use only the first principal component. (4)
Refit the multipollutant model based on the linear combi-
nations of S predictors retained in the reduced matrix Z’.
As a result, the fitted model for SPCA can be explicitly
expressed as:

EY ¼
Xq
i¼1

biQi ¼
Xq
i¼1

bi
XS
s¼1

αisZ
0
s ð2Þ

where Qi denotes the i-th principal component from the
reduced matrix Z’, bi is the specified effect of the i-th
principal component, and αis is the loading factor of the
s-th predictor in matrix Z’ for the i-th principal compo-
nent. The superpc package provides SPCA analysis with
continuous outcome [52]. Modified R codes as in Roberts
and Martin [38] were used for implementation of SPCA in
time-series studies with count data since no statistical
packages are readily available.
By excluding covariates not strongly related to the re-

sponse variables, SPCA reduces the bias of effect estimates
in comparison with conventional PCA [38]. However, there
are concerns on the loadings for predictors in the reduced
matrix since they are computed without consideration of
their multivariate associations with outcomes. Moreover,
the interpretation of estimated coefficients from SPCA is
difficult especially when more than one principal compo-
nents of the reduced matrix are included.

Least absolute shrinkage and selection operator (LASSO)
Shrinkage-based regression methods such as LASSO
were developed to address the problem of fitting a re-
gression model when the number of predictors is large
compared to the sample size. By imposing a penalty on
the size of the regression coefficients, they are expected
to perform a bias-variance trade-off with the price of
sacrificing unbiasedness of estimates for more precision
[53]. The LASSO estimates are defined by minimizing
the sum of squared errors with a bound on the sum of
the absolute values of the coefficient estimates [43]:

β̂LASSO ¼ argmi
β

n
XN
i¼1

Y i−β0−
XP
p¼1

βpZip

 !2

þ λ
XP
p¼1

βp

��� ���
( )

ð3Þ

where N denotes the sample size and λ is the tuning par-
ameter that controls the amount of shrinkage. Due to
the L1 penalty term, computation of the LASSO solu-
tions is a quadratic programming problem and there is
no closed form expression for estimates obtained from
LASSO [53]. An efficient algorithm for all possible
LASSO estimates using modified least angle regression
(LAR) was proposed by Efron et al. [43,54]. Briefly, least
angle regression iteratively builds models by including
the predictor with the highest correlation to the current
estimated residual. At each step, LASSO solutions are
computed for a grid of shrinkage parameters, starting
from zero to the least squares fit, and the optimal λ is
selected by the minimum cross-validated root mean
squared error. As a result, LASSO coefficient path for all
predictors is constructed. The lars package was devel-
oped to implement this algorithm. Many existing predic-
tion loss criteria, for example, the Mallows’ Cp statistic,
can be used for selecting the optimal dimension of the
LASSO model.
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Despite a small bias introduced in the coefficients,
LASSO regression has desirable analytical properties [55].
And by imposing a linear constraint, LASSO regression can
shrink coefficients to exactly zero, a feature similar to vari-
able selection that is not shared in ridge regression [56].
However, correct statistical inference following LASSO re-
mains a challenging problem.

Partial least-squares regression (PLSR)
PLSR is useful in constructing predictive models with
high-dimensional covariates. Compared to PCA, PLSR
often requires fewer components to achieve the same
prediction error as it captures information in the predic-
tors as well as the relationships between predictors and
response variables [39,41]. There are several PLSR algo-
rithms developed, among which a projection kernel
based algorithm is used as the default method in the pls
package in R and can be described through the following
steps [40]: (1) Compute the first eigenvector of kernel
matrices ZTYYTZ and YTZZTY, referred as weight vec-
tors l1 and h1, respectively, and normalize both vectors
so that ||Zl1|| = ||Yh1||= 1. (2) Project the matrix of co-
variates on its weights to get the z-scores f1 = Zl1. (3)
Calculate loadings for covariates by ordinary least square

(OLS) regression rT1 ¼ f T1 f 1
� �−1

f T1 Z ¼ f T1 Z ¼ lT1 Z
TZ . (4)

Deflate the matrix of covariates Z1 ¼ Z−f 1r
T
1 . (5) Repeat

steps 1–4 multiple times until all PLS components are
determined. Thus, the PLSR coefficients can be esti-

mated by β̂ ¼ L LTZTZL
� �−1

HT , where L and H denote
matrices with the weight vectors l1 and h1 as their col-
umns. The optimal number of components is chosen
empirically by plotting the cross-validated predictive re-
sidual error sum of squares (PRESS) as a function of
the number of components, and selecting the number of
components that yields the first local minimum in
PRESS statistic or by a pre-defined threshold on the se-
quential increments of the PRESS statistic.
A major limitation of the PLSR analysis is that as a

PCA-based method, it is not always optimal in screening
or removing predictors that have no association with the
response, since its components are computed as linear
combinations of all predictors. However, it still serves as
a powerful dimension reduction and noise removal tool
with the focus on prediction.

Bayesian model averaging (BMA)
As an effective approach to deal with model uncer-
tainty, BMA provides robust estimation of parameters
by model averaging. Suppose Δ is the parameter of
interest (coefficient corresponding to a particular pre-
dictor in Z, say), then its posterior distribution given all
observations (Y, Z) can be expressed as an average of
the posterior distributions of parameter Δ under each
of the models considered, weighted by their posterior
model probabilities [57,58]:

PðΔjY ;ZÞ ¼
XD
d¼1

P Δ Md;Y ;ZÞP Md Y ;ZÞjðjð ð4Þ

where M1,…, MD (D ≤ 2P) denote the models consid-
ered, and the posterior probability of model Md,
according to Bayes’ rule, is given by:

P MdjY ;Zð Þ ¼ P Y jMd;Zð ÞP Mdð ÞXD
i¼1

PðY jMi;ZÞP Mið Þ
ð5Þ

in which P(Md) denotes the prior probability of model
Md being the true model, and the marginal likelihood
of model Md can be computed by integrating the likeli-
hood function P(Y|θd,Md, Z) over the prior probability
of model-specific parameter vector θd ¼ βd; σ

2
d

� �
, say.

P Y Md;ZÞ ¼ ∫P Y θd;Md;ZÞP θd MdÞdθdjðjðjð ð6Þ
The precise expression for the posterior mean and

variance of Δ can be derived by employing the rule of
conditional expectation and the law of total variance, re-
spectively [59,60].
Estimation in BMA consists of three steps: (1) Choose

the prior probability for each model and prior density of pa-
rameters in each model. (2) Compute the marginal like-
lihood and posterior model probability for each model
considered. (3) Derive the weighted average posterior distri-
bution of the parameters of interest, and estimate its associ-
ated mean and variance. It should be noted that during the
implementation of BMA by bicreg function in the bma
package, enumeration of all models will be computationally
too expensive if the number of candidate predictors exceeds
30, and a preliminary model selection will be conducted by
default, before the model averaging [61-63].
Compared to conventional modeling methods which ig-

nore model uncertainty, BMA is attractive in that it does
not select for a single “best” model and it makes inferences
by averaging over a range of possible models. BMA-based
confidence intervals are well-calibrated by taking ac-
count of both sampling variation within models and
between-model uncertainty. One concern for the BMA
analysis is the potential for large variance of estimates pro-
duced in the presence of extensive multicollinearity [46,64].

Simulation studies
Health effects of environmental exposures have been ex-
amined widely in cross-sectional, time-series, cohort and
case–control studies. In general, cross-sectional studies
relate continuous (e.g. blood pressure, heart rate vari-
ability) or binary (e.g. acute asthma attacks) variables to
exposures at a single time point [33,65], while time-
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series analyses associate the number of events (e.g. deaths,
hospitalizations, or emergency visits) with changes in daily
ambient level of pollutants/exposures [10]. In order to
evaluate the performances of different model building/
dimension reduction strategies, exposure-response rela-
tionships were simulated in this paper under two settings:
continuous outcome from a cross-sectional study and
daily event counts from a time-series study. Binary out-
comes from a cross-sectional/cohort/case–control study
can be analyzed in a similar fashion as continuous out-
comes using a logit link function. Two hypothetical sets of
candidate pollutants with different sizes (K=4 and K=10 or
20) were used to assess the effectiveness of statistical
methods in terms of feature selection and estimation of re-
gression coefficients involved in the health risk models.
Therefore, a combination of four scenarios each with dif-
ferent subsets of nonzero main effects and interactions
was investigated under each strategy: Scenarios 1 and 2
examine continuous responses in a cross-sectional study
with 4 and 20 pollutants, respectively, and Scenarios 3 and
4 examine daily counts from a time-series study with 4
and 10 pollutants, respectively.

Simulation settings for cross-sectional studies
Lognormal distribution is an empirically justified density
for many pollutant concentration levels [66]. A multivari-
ate structure with pairwise correlations instead of mutual
independence allows for a better capture of multipollutant
properties. Under the cross-sectional design with four
pollutants, with X=(X1, X2, X3, X4) as a 4-pollutant ran-
dom vector, exposure variables were generated from a
multivariate lognormal distribution with the mean μ=E[X]=

(1.20, 2.30, 1.89, 1.00) and the covariance matrix Σ ¼ E

X−μð Þ X−μð ÞT
h i

¼ σ2ij

� �
, in which diagonal elements σ2ii =

1.00, i=1,…,4, and off-diagonal elements σ212 =0.52, σ213 =
0.35, σ214 =0.28, σ2

23 =0.57, σ2
24 =0.54, and σ234 =0.41. Here,

the choice of distribution parameters was based on ob-
served data on four common pollutants CO, NO2, PM2.5

and SO2 in the Detroit Asthma Morbidity, Air Quality and
Traffic (DAMAT) study, where each of the pollutants were
standardized to have a unit variance [10]. Similarly, in the
simulation Scenario 2, we use X to denote a 20-component
vector from a multivariate lognormal distribution with the
mean μ=E[X]=(μ1,…,μ20), μi=1.00, i=1,…,20, and the covari-

ance matrix Σ ¼ Σ1 05�15
015�5 Σ2

� 	
20�20

, where Σ1 ¼ σ2ij

� �
with σ2ii =1.00, σ

2
ij =0.20, i=1,…,5, j=1,…,5, i≠j; and Σ2 de-

notes an identity matrix I15*15.
A normal linear regression model was used to generate

the continuous outcome Y given X in the cross-sectional
study. We considered the true generation model to be
a standard multiple linear regression model including
main effects of a subset of pollutants and some pairwise
interactions, as follows:

Y ¼ β0 þ
XK
i¼1

βiXi þ
XK
i¼1

XK
j>i

γ ijXiXj þ ε ð7Þ

where ε was assumed to be independent and follow a nor-
mal distribution ε ~N(0, 32). Regression coefficients were
pre-specified: in simulation Scenario 1 (K=4), β0 =0.1, β2=
β3=0.5, βi=0, i=1,4, γ23=0.2, γij=0, (i, j)≠(2, 3); and in simu-
lation Scenario 2 (K=20), β0=0.1, β1=β2=β6=β7=0.5, βi=0,
i≠1, 2, 6 or 7, γ12=γ16 = γ67 =0.2, γij=0, (i, j)≠(1,2), (1,6) or
(6,7). This choice of the error distribution and regression
coefficients ensures that the ratio of the sum of squares
for regression to the total sum of squares R2 was fixed at
the level of 0.25. For each simulation scenario, we simu-
lated 1000 datasets of a moderate sample size 250. No
confounding factors were taken into account for the pur-
pose of simplicity.

Simulation settings for time-series studies
Under the time-series design with four pollutants, the
multivariate vector Xt (t=1,…,400) corresponding to daily
exposure measurements on a period of 400 days was
generated by an autoregressive model depending on pre-
vious 10 days. Specifically,

Xt ¼
x1t
x2t
x3t
x4t

0
BB@

1
CCA;Xt ¼ ci þ

X10
j¼1

ϕ1j 0 0 0
0 ϕ2j 0 0
0 0 ϕ3j 0
0 0 0 ϕ4j

0
BB@

1
CCA⋅Xt−j þMVN 0;Σð Þ

ð8Þ
where ci (i=1,…,4) denotes the constant vector controlling
for the seasonal effect of Xt, ϕkj is the partial autocorrel-
ation function (PACF) coefficient for the k-th pollutant at
lag day j, k=1,…,4 and j=1,…,10. Specification of seasonal
effects and PACF coefficients were estimated from data in
the DAMAT study [6] (see Additional file 2: Table S1).
Here, we used the same set of means and covariance
matrix corresponding to the four pollutants as in the
simulation Scenario 1.
In time-series studies, daily counts as an outcome would

be influenced by a number of factors, such as temporal
trend or meteorological variation [35]. To eliminate these
confounding factors, we adopted a method previously used
to generate realistic time-series count data [38,67,68]. First,
we fitted a Poisson regression with a log-linear link to the
actual DAMAT data.

log ωtð Þ ¼ β int þ βsSeasont þ βdDOWt þ βrhRHt

þβtempSpline Temptð Þ þ βtSpline tð Þ ð9Þ

In this model, ωt refers to the expected number of
asthma events on day t, the list of covariates includes
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season, day of the week (DOW), daily average relative hu-
midity (RH), smooth function Spline(.) of daily average
temperature (Temp) and day of the study (t). Next, the es-
timated counts of asthma events ω̂t were extracted and
added as an offset to a pre-specified exposure-response re-
lationship in a second Poisson regression:

log ψtð Þ ¼ log ω̂tð Þ þ
XK
i¼1

βiXit þ
XK
i¼1

XK
j>i

γijXitXjt

ð10Þ
where ψt refers to the time-varying mean counts (after re-
moving the effect of the confounding factors), main and
interaction effects of four pollutants were specified as
β1=β3=0.3, βi=0, i≠1 or 3, γ13=0.1, γij=0, (i, j)≠(1, 3). Time-
series asthma counts of length 400 days representing an
average number of 13.3 counts/day were then generated
from Poisson distributions with mean ψt.
Time-series counts for simulation Scenario 4 were gen-

erated in a similar fashion, but assuming a ten-pollutant
multivariate structure with mean μ=(μ1,…,μ10), μi=1.00,

i=1,…,10 and covariance matrix Σ ¼ Σ1 04�6
06�4 Σ2

� 	
10�10

,

where Σ1 ¼ σ2ij

� �
and σ2

ii =1.00, i=1,…,4, σ2
12 =0.60, σ2

13 =

0.40, σ214 =0.20, σ223 =0.50, σ
2
24 =0.20, σ234 =0.10 and Σ2 re-

fers to an identity matrix I6*6. Seasonal effects were the
same as in the four-pollutant framework, while PACF co-
efficients were obtained from the DAMAT data under an
autoregressive model on previous 5 days for reduced
complicity (see Additional file 2: Table S1). Parameters in
the second Poisson regression model were specified as
β1=β3=β6=β9= 0.2, βi=0, i≠1, 3, 6 or 9, γ13 = γ16 = 0.1,
γij=0, (i, j)≠(1, 3) or (1, 6). Considering the increased num-
ber of pollutants involved, daily counts were simulated for
800 days with an average rate of 14.7 events/day. Although
some time-series studies have assessed health effects of ex-
posure to multiple pollutants on longer time scales, rela-
tive performances of different statistical methods should
remain similar given the sample size we chose.

Data analysis examples
Cross-sectional design with quantitative outcome:
oxidative stress biomarkers and environmental
contaminant exposures in the national health and
nutrition examination survey study
In addition to the simulation study, we applied the above
methods to data from the National Health and Nutrition
Examination Survey (NHANES) collected between 2005
and 2008. NHANES is an ongoing cross-sectional study
designed to measure subject exposure to various environ-
mental chemicals, dietary intake patterns, and various
health outcomes [69]. Our previous studies indicated sev-
eral associations between urinary phthalate metabolites
and serum markers of oxidative stress in a large human
population [70,71]. As a follow-up, this analysis examines
the same association when phthalate exposure occurs in
conjunction with exposure to other environmental con-
taminants that may also be capable of causing an oxidative
stress response.
In this combined dataset, we included subjects aged 12

and up with complete data on all exposures, outcomes,
and covariates, containing age, ethnicity, and poverty in-
come ratio used in the sampling process, and gender, body
mass index, serum cotinine, and urinary creatinine consid-
ered to be correlated with the outcome, which resulted in
a final sample size of 3,773. The population distribution
by covariates is presented in Additional file 2: Table S2
and a total of 25 exposures are categorized into 4 groups.
The outcomes of interest were bilirubin and gamma-
glutamyl transferase (GGT) which are believed to be
systemic markers of oxidative stress. A conventional log-
transformation was applied to all the exposures and out-
comes. This study design corresponds to Scenario 2 in our
simulation: cross-sectional data with continuous outcome
and larger number of potential predictors. We did not in-
corporate the survey weights from NHANES in our ana-
lysis as many R packages for our methods of variable
selection do not allow for adjustment for survey design.
However, models were adjusted for some characteristics
used in the creation of the survey weights, including age,
ethnicity, and poverty income ratio.
The procedure to conduct our analysis can be summa-

rized into six steps: (1) We first regressed the outcome
(bilirubin or GGT) on the covariates listed above and used
the residuals from the regression model as the response
for model selection in the following steps. (2) We per-
formed correlation analysis to assess the presence of col-
linearity within each group of environmental exposures
(See Additional file 2: Table S3). When several exposures
in the same group were highly correlated (Pearson cor
relation coefficient > 0.60), only the one with the smallest
p-value in the single-exposure regression model was re-
tained (see Additional file 2: Table S4). (3) We applied
CART with the criteria of minimizing the cross-validated
error to the reduced subset of exposures after the correl-
ation analysis. Among a reduced number of 18 candidate
exposures from Step 2, seven were selected in the construc-
tion of the regression tree for the outcome bilirubin, and
eight were selected for the outcome GGT (See Additional
file 2: Figure S5). (4) We applied our methods to the
main effects and all pairwise interactions of individual
exposures selected by CART, including BMA, LASSO,
SPCA and DSA. (5) All predictors identified by different
methods were incorporated into a bigger omnibus linear
regression model, where the outcome was bilirubin or
GGT and all covariates were controlled for. (6) Eventually,
proposed models for bilirubin or GGT were constructed
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by eliminating non-significant predictors (p-value > 0.05)
from the omnibus models and exposure effects were esti-
mated using ordinary linear regression. Note that proper
inference and testing after model selection is an incredibly
challenging problem, and fitting standard models to yield
measures of significance post-model selection obviously
leads to inflated Type 1 error rates and overly optimistic
results. The results from the presented model should thus
be interpreted with this caveat in mind.

Time-series design with count data: asthma morbidly and
ambient air pollutants in the detroit asthma morbidity,
air quality and traffic study
We applied the proposed methods to the Detroit Asthma
Morbidity, Air Quality and Traffic (DAMAT) study. Li
et al. (2011) analyzed time-series count data from 2004–
2006 on asthma morbidity in the pediatric Medicaid popu-
lation of Detroit, Michigan. Concentrations of pollutants
PM2.5, CO, NO2 and SO2 were examined for potential as-
sociations. Statistically significant associations at 5-day lag
and 3- and 5-day moving averages of SO2 and PM2.5 con-
centrations were observed with asthma emergency depart-
ment visits and hospitalizations using single-pollutant
models [10]. We now extend our scope to multipollutant
models exploring potential interactions to address the
same research question.
Daily asthma events were identified from emergency

department visits and hospitalizations for the Detroit
Medicaid-insured population, and further restricted to
children 2–18 years of age due to the difficulty of asthma
diagnosis for children under 2. A total of 12,933 asthma
events were observed from 7,063 children during the
1,096 days, representing an average rate of 11.8 events per
day [10]. Daily measurements of CO, NO2, SO2 and
PM2.5, and meteorological data including temperature and
relative humidity, were also obtained for this study period.
Previous analyses suggested strong evidence of rise in daily
asthma events with increasing 3-day lag of concentrations
for SO2 and PM2.5, so this lag specification of air pollut-
ants was used as exposure variables. The mean 3-day lag
of air pollutants were 0.43 ppm for CO, 16.8 ppb for NO2,
3.78 ppb for SO2, and 15.0 μg/m3 for PM2.5. This study de-
sign corresponds to Scenario 3 in our simulation analyses:
time-series data with a count response and four air pollut-
ants measured at 3-day lags.
To control for the temporal pattern and weather ef-

fects in the time-series data, we applied the two-stage
generalized linear model (GLM) as described in the data
generation of Scenario 3 in the simulation. The esti-
mated daily counts from the first Poisson regression in
(12) were used as an offset in the second Poisson regres-
sion model in (13) where the X’s represent the four ex-
posures. Note that this two-step approach is adopted
only due to a logistical inconvenience that some of the
model selection tools available in existing statistical soft-
ware do not allow inclusion of a set of “forced variables”
in the model without performing variable selection on
this set of confounders. Ideally, one would work with a
single model that performs variable selection in the pres-
ence of confounders to be adjusted for.
The collection of main effects and pairwise interactions

identified to be associated with the outcome within each
method were incorporated into an omnibus GLM, with
confounding factors such as year, season, DOW, time, RH
and Temp adjusted and potential over-dispersion consid-
ered. Finally, a proposed model with non-significant ex-
posure variables eliminated was constructed.
Results
Simulation results
Under each simulation configuration, we generated 1000
datasets. For each examined study design, we present the
average of estimated effects with their empirical standard
errors for non-zero predictors, the percentage of models
correctly identifying the non-zero coefficients, and the
average model size over 1000 replicates for five different
statistical methods (BMA, DSA, LASSO, PLSR and SPCA).
We also considered additional measures, including false
positive rate (FPR), true positive rate (TPR), and mean
squared error (MSE) for the coefficients corresponding to
truly null and truly associated predictors, to help evaluate
the performances of competing statistical methods as
displayed in Additional file 2: Table S6.
For the ease of interpretation, the regression model in

SPCA was fit on the first principal component of the re-
duced matrix Z’, and accordingly the estimated effects of
predictors highly associated with the outcome can be
expressed as the products of estimated regression coeffi-
cient for the first principal component b1 and the load-
ing factors of predictors in the construction of first

principal component α1s (i.e. β̂s ¼ b1α1s if Zs ∈ Z '). In
BMA analysis, predictors were considered to be identi-
fied if their posterior probabilities exceeded 10%, where
the cut-off value was chosen in an ad-hoc manner. In
the presence of a long list of candidate pollutants, we
also assessed identification and estimation of non-zero
coefficients using a two-step modeling strategy, which
employs an initial screening by CART followed by fur-
ther dimension reduction/variable selection by the five
methods at the second step. This strategy was not used
in the time-series studies because existing package does
not apply CART to count data. The main findings of the
simulation study are summarized as follows.
Cross-sectional studies
Table 1 presents simulation results corresponding to the
five methods under simulation Scenario 1 (cross-sectional



Table 1 Simulation results comparing five statistical methods under Scenario 1

Predictor β Measure BMA1 DSA2 LASSO3 PLSR4 SPCA5

X2 0.50 Estimate (ESE) 0.22 (0.40) 0.76 (0.62) 0.40 (0.39) 0.04 (0.02) 0.08 (0.18)

Percent included 51.8% N/A 70.8% N/A 90.6%

X3 0.50 Estimate (ESE) 0.25 (0.44) 0.86 (0.59) 0.43 (0.43) 0.05 (0.03) 0.08 (0.18)

Percent included 53.0% N/A 67.9% N/A 90.6%

X2*X3 0.20 Estimate (ESE) 0.29 (0.11) 0.02 (0.11) 0.19 (0.14) 0.23 (0.11) 0.16 (0.11)

Percent included 96.0% 4.4% 83.2% N/A 82.5%

Average model size 3.2 4.5 3.7 10 7.1

Average estimated effects, empirical standard errors, percentage of correct identification of non-zero coefficients, and average model size corresponding to 5
statistical methods in a cross-sectional study with continuous responses and 4 candidate air pollutants. Sample size for each replicate was N=250. The true model
size was 3 without accounting for the intercept, and the possible maximum model size was 10. ESE, empirical standard error of the estimate. Results are based on
1000 replicates.
Estimate of the non-zero predictor is calculated as the mean of the products that estimated regression coefficient of this predictor multiplies the indicator
function that this predictor is correctly identified during each replication. The percentage of the non-zero predictor quantifies the proportion of correct
identification of this predictor over 1000 replicates in each method. 1In BMA, predictors with their posterior probabilities greater than 10% are regarded as
identified. 2In DSA, there is no variable selection for main effects as individual exposures are enforced when their interactions are of interest. Identification of
interaction refers to the inclusion of interaction term in the cross-validated best predictive model. 3Predictors with their estimated LASSO regression coefficients
not equal to zero are considered identified. 4No variable selection has been applied in PLSR because it uses all predictors. 5In SPCA, predictors are identified if
their Wald’s statistics from univariate models are larger than a threshold value.

Sun et al. Environmental Health 2013, 12:85 Page 10 of 19
http://www.ehjournal.net/content/12/1/85
design, K=4). Note that LASSO estimates of non-zero
coefficients are the least biased and most efficient,
with smallest MSE among all methods as displayed in
Additional file 2: Table S6. Point estimates of interaction
effects from PCA-based approaches such as SPCA and
PLSR stay close to the true parameters, whereas substan-
tial bias has been observed in their estimated main effects.
Main effects from DSA are overestimated, while in BMA
analysis the main effects are underestimated and inter-
action effect overestimated. These directions of upward or
downward bias are not consistent across simulation set-
tings. In PLSR, each component is constructed as a
weighted mean of all candidate predictors, so all predic-
tors are used in the regression model with its model size
equal to the maximum model size. LASSO regression,
SPCA and BMA have high interaction detection rates as
assessed by the percentage of correct identification of the
interaction term, while DSA algorithm barely identifies
interaction with a very low rate of 4.4%. In terms of vari-
able selection, BMA and LASSO regression are preferred
with lower FPRs, high TPRs, and average model sizes close
to the true one. SPCA tends to select a larger model as
represented by its average model size and high FPR.
Table 2(A) displays simulation results obtained from

four modeling approaches DSA, LASSO, PLSR and SPCA
under simulation Scenario 2. As the number of exposure
variables increases from 4 to 20, the total number of can-
didate predictors (210), including main effects (20) and all
pairwise interactions (190), grows in a quadratic manner.
In this setting, BMA results are not provided because the
total number of explanatory variables exceeds the max-
imum limit 30 set by bma package, and a stepwise proced-
ure is applied automatically to eliminate the redundant
explanatory variables. Among four available approaches,
none of these methods appear to be a desirable choice in
terms of variable selection because an appreciable number
of null predictors are included conservatively, but LASSO
regression is much superior to others. Compared to the
results from simulation Scenario 1, estimated main effects
from LASSO regression are shrunk heavily in order to in-
duce a sparse model and compensate for the instability
caused by multicollinearity. Interestingly, estimation for
interaction effects by LASSO regression appears to be ro-
bust, and its interaction detection rate remains high. DSA
algorithm also selects small models, yet it has a very lim-
ited ability of identifying interactions. SPCA has high de-
tection rates for all non-zero coefficients, but the use of
this method is restricted by its considerably large FPR and
average model size. The MSE of null predictors within
PCA-based methods (i.e. SPCA and PLSR) has been found
much smaller and this may relate to the weak associations
between null predictors and the outcome considered
in the construction of principal components (Additional
file 2: Table S6).
CART is widely used for detecting complex effects

among a large number of explanatory variables, so as an
alternative strategy we decided to apply CART to the
complete set of candidate predictors prior to the five re-
gression methods. The simulation results from this two-
step strategy are given in Table 2(B). In the initial step of
construction of the decision tree with the minimum
cross-validated error, 4 pollutants are correctly identified
to be associated with the outcome over 1000 datasets
with percentages greater than 60% (X1: 86.8%, X2: 70.8%,
X6: 83.7%, and X7: 61.6%), whereas other pollutants less
than 13%. This result suggests that as an exploratory
procedure for variable selection, CART is able to detect
important variables and reduce the number of variables
for regression model. Compared to the simulation re-
sults in Table 2(A), there are substantial improvements



Table 2 Simulation results under Scenario 2: single step versus two-step strategy

Predictor β Measure (A) One-step regression using all
predictors

(B) Two-step strategy employing CART at screening step

DSA LASSO PLSR SPCA BMA1 DSA2 LASSO3 PLSR4 SPCA5

X1 0.50 Estimate (ESE) 0.93 (0.29) 0.08
(0.19)

0.03
(0.01)

0.03
(0.04)

0.32
(0.38)

0.93 (0.29) 0.35
(0.36)

0.11
(0.04)

2.3×10-4 (0.01)

Percent included N/A 28.2% N/A 98.5% 65.2% N/A 68.3% N/A 58.8%

X2 0.50 Estimate (ESE) 0.75 (0.27) 0.07
(0.22)

0.02
(0.01)

0.02
(0.03)

0.25
(0.32)

0.74 (0.25) 0.33
(0.38)

0.09
(0.04)

−2.7×10-4

(0.01)

Percent included N/A 22.6% N/A 94.0% 63.5% N/A 63.8% N/A 58.9%

X6 0.50 Estimate (ESE) 0.88 (0.29) 0.07
(0.19)

0.03
(0.02)

0.02
(0.03)

0.29
(0.36)

0.88 (0.25) 0.36
(0.36)

0.10
(0.05)

−1.2×10-4

(0.01)

Percent included N/A 25.8% N/A 96.2% 63.6% N/A 67.4% N/A 57.9%

X7 0.50 Estimate (ESE) 0.71 (0.26) 0.04
(0.22)

0.02
(0.01)

0.01
(0.02)

0.24
(0.30)

0.67 (0.26) 0.32
(0.34)

0.08
(0.04)

9.1×10-4 (0.01)

Percent included N/A 18.1% N/A 82.4% 65.6% N/A 64.3% N/A 57.8%

X1*X2 0.20 Estimate (ESE) 0.002
(0.03)

0.17
(0.14)

0.07
(0.04)

0.07
(0.07)

0.24
(0.22)

0.006
(0.06)

0.21
(0.18)

0.27
(0.08)

0.28 (0.13)

Percent included 0.3% 79.2% N/A 96.3% 78.4% 1.1% 84.0% N/A 98.6%

X1*X6 0.20 Estimate (ESE) 0.003
(0.05)

0.20
(0.18)

0.06
(0.03)

0.05
(0.06)

0.21
(0.26)

0.006
(0.08)

0.22
(0.22)

0.23
(0.08)

0.19 (0.11)

Percent included 0.3% 77.3% N/A 99.0% 66.7% 0.9% 78.1% N/A 99.8%

X6*X7 0.20 Estimate (ESE) 0.002
(0.04)

0.17
(0.16)

0.06
(0.03)

0.03
(0.05)

0.25
(0.27)

0.004
(0.05)

0.21
(0.21)

0.19
(0.08)

0.15 (0.11)

Percent included 0.3% 74.4% N/A 94.1% 73.3% 0.5% 76.9% N/A 98.6%

Average model
size

20.1 22.8 210 79.3 6.0 4.2 6.7 10.0 8.2

Average estimated effects, empirical standard errors, percentages of correct identification of non-zero coefficients, and average model size corresponding to four
available statistical methods in a cross-sectional study with continuous responses and 20 air pollutants were provide in panel A. Similar results of five statistical
methods after an initial CART variable selection using the two-step modeling strategy were summarized in panel B. Sample size for each replicate was N=250.
The true model size was 7 without accounting for the intercept, and the possible maximum model size was 210. ESE, empirical standard error of the estimate.
Results are based on 1000 replicates.
Estimate of the non-zero predictor is calculated as the mean of the products that estimated regression coefficient of this predictor multiplies the indicator
function that this predictor is correctly identified during each replication. The percentage of the non-zero predictor quantifies the proportion of correct
identification of this predictor over 1000 replicates in each method. 1In BMA, predictors with their posterior probabilities greater than 10% are regarded as
identified. 2In DSA, there is no variable selection for main effects as individual exposures are enforced when their interactions are of interest. Identification of
interaction refers to the inclusion of interaction term in the cross-validated best predictive model. 3Predictors with their estimated LASSO regression coefficients
not equal to zero are considered identified. 4No variable selection has been applied in PLSR because it uses all predictors. 5In SPCA, predictors are identified if
their Wald’s statistics from univariate models are larger than a threshold value.
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on the variable selection for all approaches, as reflected by
the appreciable reduction in average fitted model size and
FPR. BMA analysis becomes feasible after initial screening
by CART, and they perform similarly as in simulation
Scenario 1. The bias of estimates of non-zero coefficients
and the MSE of null predictors in LASSO regression are
significantly reduced as expected, whereas estimates with
their empirical standard errors and interaction detection
rates in DSA algorithm do not change appreciably.

Time-series studies
Table 3 compares performances of regression models
under a time-series design with count data as response
and 4 individual pollutants and their pairwise interac-
tions as candidate variables. The implementation of the
DSA algorithm is not available for time-series data. In
contrast to the simulated cross-sectional studies with
dominance of a few methods, BMA, LASSO and PLSR
all appear to perform quite reasonably in terms of esti-
mation of risk ratio coefficients as presented by their
small biases and MSEs in Additional file 2: Table S6.
Among four approaches, LASSO regression with its 100
percent detection rate for all individual and interaction
terms provides least biased and most efficient estimates.
BMA has a comparable performance as LASSO in terms
of variable selection but produces less efficient estimates
as displayed by larger empirical standard errors and
MSEs. PLSR also provides estimates with small bias but
does not have the feature of variable selection. In spite
of the inconsistent estimates, the high interaction detec-
tion rate in SPCA indicates its potential value under this
simulation scenario.



Table 3 Simulation results for four statistical methods under Scenario 3

Predictor β Measure BMA1 LASSO2 PLSR3 SPCA4

X1 0.30 Estimate (ESE) 0.26 (0.18) 0.27 (0.05) 0.24 (0.07) 0.0013 (0.0070)

Percent included 88.5% 100% N/A 5.6%

X3 0.30 Estimate (ESE) 0.28 (0.15) 0.27 (0.04) 0.23 (0.06) 0.0005 (0.0036)

Percent included 95.8% 100% N/A 3.8%

X1*X3 0.10 Estimate (ESE) 0.11 (0.06) 0.11 (0.01) 0.10 (0.02) 0.19 (0.04)

Percent included 97.7% 100% N/A 100%

Average model size 4.5 5.4 10 1.3

Average estimated effects, empirical standard errors, percentages of correct identification of non-zero coefficients, and average model size corresponding to four
statistical methods in a time-series study with count response and 4 air pollutants. Sample size for each replicate was N=400. The true model size was 3 with
intercept not counted, and the possible maximum model size was 10. ESE, empirical standard error of the estimate. Results are based on 1000 replicates.
Estimate of the non-zero predictor is calculated as the mean of the products that estimated regression coefficient of this predictor multiplies the indicator
function that this predictor is correctly identified during each replication. The percentage of the non-zero predictor quantifies the proportion of correct
identification of this predictor over 1000 replicates in each method. 1In BMA, predictors with their posterior probabilities greater than 10% are regarded as
identified. 2Predictors with their estimated LASSO regression coefficients not equal to zero are considered identified. 3No variable selection has been applied in
PLSR because it uses all predictors. 4In SPCA, predictors are identified if their Wald’s statistics from univariate models are larger than a threshold value.
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A large number of candidate predictors in a time-series
setting can be computationally intensive, so we simulated
daily counts with 10 air pollutants and present results
regarding relative performances of four approaches in
Table 4. With an increased sample size, BMA becomes fa-
vorable in terms of effect estimation and variable selection.
In comparison, LASSO regression yields less parsimonious
models, but provides the smallest MSEs for both null and
associated predictors. The estimated main effects by PCA-
based methods PLSR and SPCA are not very informative,
yet their estimations for interaction terms have small biases
and the interaction detection rate in SPCA is high.
Table 4 Simulation results of four statistical methods under S

Predictor β Measure BMA1

X1 0.20 Estimate (ESE) 0.19 (0.1

Percent included 89.3%

X3 0.20 Estimate (ESE) 0.19 (0.0

Percent included 94.6%

X6 0.20 Estimate (ESE) 0.19 (0.0

Percent included 95.8%

X9 0.20 Estimate (ESE) 0.20 (0.0

Percent included 94.5%

X1*X3 0.10 Estimate (ESE) 0.10 (0.0

Percent included 99.2%

X1*X6 0.10 Estimate (ESE) 0.10 (0.0

Percent included 99.5%

Average model size 13.1

Average estimated effects, empirical standard errors, percentages of correct identifi
statistical approaches in a time-series study with count response and 10 air pollutan
intercept not counted, and the possible maximum model size was 55. ESE, empirica
Estimate of the non-zero predictor is calculated as the mean of the products that e
function that this predictor is correctly identified during each replication. The perce
identification of this predictor over 1000 replicates in each method. 1In BMA, predic
identified. 2Predictors with their estimated LASSO regression coefficients not equal
PLSR because it uses all predictors. 4In SPCA, predictors are identified if their Wald’s
Results for data examples
NHANES data on oxidative stress biomarkers and
environmental contaminant exposures
Table 5 presents the results of model selection from differ-
ent methods for the NHANES data. Predictors and their
estimated effects from the proposed models are shown in
Additional file 2: Table S7. For the outcome bilirubin,
where the associations between bilirubin and multiple ex-
posures are moderate, individual exposures methyl paraben
(EPAR), mono (2-ethyl-5-oxohexyl) phthalate (MEOHP),
perchlorate (P8) and triclosan (TCS) are statistically signifi-
cant in the omnibus regression model. Among all the cross
cenario 4

LASSO2 PLSR3 SPCA4

2) 0.15 (0.04) 0.15 (0.03) 0.006 (0.009)

99.9% N/A 44.1%

9) 0.15 (0.03) 0.12 (0.03) 0.004 (0.006)

99.8% N/A 32.8%

9) 0.14 (0.03) 0.12 (0.04) 0.0006 (0.0014)

99.9% N/A 18.2%

9) 0.14 (0.03) 0.08 (0.03) 0.0001 (0.0006)

99.9% N/A 6.2%

3) 0.11 (0.01) 0.10 (0.01) 0.10 (0.07)

100% N/A 97.1%

3) 0.11 (0.01) 0.10 (0.01) 0.06 (0.05)

100% N/A 87.0%

21.1 55 9.8

cation of non-zero coefficients, and average model size corresponding to four
ts. Sample size for each replicate was N=800. The true model size was 6 with
l standard error of the estimate. Results are based on 1000 replicates.
stimated regression coefficient of this predictor multiplies the indicator
ntage of the non-zero predictor quantifies the proportion of correct
tors with their posterior probabilities greater than 10% are regarded as
to zero are considered identified. 3No variable selection has been applied in
statistics from univariate models are larger than a threshold value.



Table 5 Results of model selection for the NHANES data (2005–2008)

Method Response variable - Bilirubin Response variable - GGT

Main effects Interactions Main effects Interactions

BMA OP, EPAR, P8,
MEOHP, MiBP

OP*EPAR, OP*MEOHP,
P8*MEOHP, MEOHP*MiBP

EPAR, PPAR, MCPP,
MEOHP, MiBP, 2,5-DCP

EPAR*PPAR, EPAR*MCPP, EPAR*MiBP, MEOHP*2,5-DCP,

LASSO OP, TCS, EPAR, P8,
MCPP, MEOHP,

MiBP

OP*EPAR, OP*MEOHP,
TCS*EPAR, TCS*MCPP,
EPAR*MCPP, P8*MCPP

EPAR, PPAR, P8, MCPP,
MEOHP, MiBP, 2,5-DCP,

2,4,5-TCP

EPAR*PPAR, EPAR*P8, EPAR*MCPP, EPAR*MiBP, EPAR*2,5-
DCP, PPAR*2,4,5-TCP, P8*MCPP, MCPP*2,4,5-TCP,

MiBP*2,4,5-TCP

SPCA OP, EPAR, P8,
MCPP, MEOHP,

MiBP

OP*P8, OP*MEOHP, P8*MCPP,
P8*MEOHP, P8*MiBP

EPAR, PPAR, P8, MCPP,
MEOHP, MiBP, 2,5-DCP,

2,4,5-TCP

EPAR*PPAR, MCPP*2,5-DCP, EPAR*MEOHP, EPAR*MiBP,
EPAR*2,5-DCP, P8*MEOHP, MEOHP*2,5-DCP, P8*2,5-DCP,

EPAR*P8

DSA OP, TCS, EPAR, P8,
MCPP, MEOHP,

MiBP

N/A EPAR, PPAR, P8, MCPP,
MEOHP, MiBP, 2,5-DCP,

2,4,5-TCP

N/A

Phthalates: MEHP, mono(2-ethylhexyl) phthalate; MEHHP, mono(2-ethyl-5-hydroxyhexyl) phthalate; MEOHP, mono(2-ethyl-5-oxohexyl) phthalate; MECPP, mono(2-
ethyl-5-carboxypentyl) phthalate; MnBP, mono-n-butyl phthalate; MiBP, mono-isobutyl phthalate; MBzP, mono-benzyl phthalate; MEP, mono-ethyl phthalate;
MCPP, mono(3-carboxypropyl) phthalate. Phenols: BPA, bisphenol-A; TCS, triclosan; BPAR, butyl paraben; EPAR, ethyl paraben; MPAR, methyl paraben; PPAR,
propyl paraben; BP3, benzophenone-3; OP, 4-tert octylphenol. Pesticides: 2,5-DCP, 2,5-dichlorophenol; 2,4-DCP, 2,4-dichlorophenol; OPP, o-phenyl phenol;
2,4,5-TCP, 2,4,5-trichlorophenol; 2,4,6-TCP, 2,4,6-trichlorophenol. Perchlorate and related anions: P8, perchlorate; NO3, nitrate; SCN, thiocyanate.
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products selected by different methods, the interaction of
TCS and EPAR is the only one significant in the omnibus
model, and none of the methods allows a correct identifi-
cation of this effect except for LASSO regression. Likely
due to the strong associations between the outcome
GGT and exposures, all individual exposures identified
by CART are tested to be significant in the omnibus
model. Among significant interactions indicated in this
model, cross products of EPAR*propyl paraben (PPAR),
EPAR*mono (3-carboxypropyl) phthalate (MCPP), and
EPAR*mono-isobutyl phthalate (MiBP) are commonly se-
lected in the four competing statistical methods, while
propyl paraben*2,4,5-trichlorophenol (PPAR*2,4,5-TCP)
and P8*mono(3-carboxypropyl) phthalate (MCPP) are
selected only once.
Examining results from the NHANES data suggest the

usefulness of CART in feature selection. LASSO regres-
sion identifies all the significant main effects and interac-
tions in the omnibus models but yields slightly large
models. BMA and SPCA detect highly significant interac-
tions (p≤0.001) but would miss a few weaker associations.
For instance, among five significant interactions in the
omnibus model for outcome GGT, the most significant
two or three were typically detected by BMA and SPCA.
Similar as in the simulation, DSA performs poorly by fail-
ing to detect any interactions either for bilirubin or GGT.

DAMAT data on asthma morbidly and ambient air
pollutants
Predictors identified from different methods for DAMAT
data are displayed in Table 6, with their estimated effects in
the omnibus model shown in Additional file 2: Table S8.
Consistent with the simulation study and analysis of
NHANES data, LASSO regression chooses the largest
model among all methods. Although the performances of
BMA and SPCA are slightly different, both of them are
able to identify the most significant predictor PM2.5 in the
proposed model but fail to detect the less significant effect
of CO. No interactions were selected in the DAMAT study.
Discussion
This paper provides empirical guidance for selecting
methods readily available in statistical packages to assess
the health effects of environmental exposures in a multi-
pollutant framework under conventional cross-sectional
and time-series studies. A summary chart of all the
methods discussed in this paper with corresponding ref-
erences to the implementation software is presented in
Table 7.
From our empirical investigation, we observe that in gen-

eral, LASSO regression is an appealing approach due to its
robustness in estimation of regression coefficients and its
power in identifying non-zero coefficients associated with
variables of importance under various study designs and
parameter settings. By jointly minimizing the sum of
squared errors and shrinking some estimated regression
coefficients to zero, it seeks a model with accurate esti-
mates in terms of mean squared error properties, especially
when the exposure-response association is weak or
multiple significant pollutants exist, as illustrated in the si-
mulation studies and examples. Another feature of LASSO
regression worth consideration is its computational effi-
ciency. Given a long list of exposure variables, the LAR al-
gorithm enables the implementation of LASSO regression
to be on the same order of the ordinary least squares,
which is orders of magnitude more efficient than other
methods such as DSA [54]. However, when there is a large
pool of correlated candidate variables, LASSO regression
tends to select conservative models by including unrelated
predictors and impose a strong shrinkage towards zero on
estimated regression coefficients.



Table 6 Results of model selection for the DAMAT data
(2004–2006)

Method Main effects Interactions

BMA PM2.5 PM2.5*SO2

LASSO CO, PM2.5, SO2 NO2*PM2.5, PM2.5*SO2

SPCA PM2.5, SO2 PM2.5*SO2, NO2*SO2
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As a competitive approach addressing the issue of
model uncertainty by averaging across models, we find
BMA useful in model selection and parameter estima-
tion when the dataset has a high signal-to-noise ratio or
a sufficiently large sample size, for instance, simulated
datasets in Scenarios 3 and 4. When applied to realistic
dataset in which the coefficient of determination R2 is
small, BMA is likely to produce biased and inefficient es-
timates with both sampling and misspecification errors
considered, as a result, true effects could be masked
[45]. Another difficulty in BMA analysis is the selection
of prior specifications on individual parameters and
model space [57]. In the simulation studies and data
analyses, we chose standard non-informative priors for
all parameters and assumed all models to be equally
likely. However, enumeration of all models causes com-
putational inefficiency when exploring model spaces
with more than 30 variables [63]. Therefore, it is encour-
aged to use informative priors or reduced set of models
to improve the predictive accuracy if background know-
ledge is possible [72]. Furthermore, the idea of averaging
over models using different shrinkage weights, approxi-
mate the corresponding marginal probabilities by BIC
for faster computation are aspects of BMA analysis that
deserve more attention.
PCA-based methods, such as SPCA and PLSR, may

reduce the impact of multicollinearity, but the bias in
Table 7 Glossary of methods with implementation software

Method Reference t

Bayesian model averaging (BMA) Theory

Application

Deletion/Substitution/Addition (DSA) Theory

Application

Least absolute shrinkage and selection operator (LASSO) Theory

Application

Partial least-square regression (PLSR) Theory

Application

Supervised principal component analysis (SPCA) Theory

Application

Classification and regression tree (CART) Theory

Application
their effect estimates is considerable. This is not surprising
because there is no guarantee that maximum-variance pre-
dictor variables always maximize information from the
dependent variable [73]. In our analysis, estimation for in-
teractions was more consistent than for the main effects in
PCA-based methods, and this may relate to the larger vari-
ability of the interaction terms which leads to larger loading
factors in the construction of first few principal compo-
nents and smaller biases in the estimated effects. PLSR in
general has better estimation performance, especially for
main effects, because all candidate predictors are consid-
ered in the model, while in SPCA individual exposures with
non-zero main effects could be eliminated at the pre-screen
because their univariate associations with the outcome are
weak in the presence of non-zero interaction effects. When
the property of feature selection is considered, SPCA ap-
pears to perform well given its ability of capturing non-zero
coefficients in a relatively small model.
It is challenging to detect interaction effects among mul-

tiple pollutants using standard/generalized linear regres-
sion, so it is expected the DSA algorithm proposed for
genomic data could be borrowed to address this problem.
Unfortunately, from our analysis, DSA is not successful in
identifying interactions either in the NHANES example or
in simulated datasets, where the coefficient of determin-
ation R2 is low. It is possible that when applied to datasets
with strong exposure-response associations or sufficiently
large sample sizes, DSA would be helpful in identifying in-
teractions or producing unbiased effect estimates.
From our analysis, LASSO regression is powerful at cap-

turing non-zero coefficients. However, proper significance
testing and inference following LASSO to produce honest
p-values is a non-trivial task. Fitting an ordinary GLM with
selected predictors and using the corresponding tests and
confidence intervals are obviously incorrect and greedy
ype Reference Software

Madigan and Raftery, 1994 [58] bma package in R

Koop and Tole, 2004 [45]

Sinisi and van der Laan, 2004 [32] dsa package in R

Mortimer et al., 2008 [33]

Tibshirani, 1996 [53]; lars package in R

Efron et al., 2004 [54]

Roberts and Martin, 2005 [42]

Hoeskuldsson, 1988 [40] pls package in R

N/A

Bair et al., 2006 [52] N/A

Roberts and Martin, 2006 [38]

Breiman et al., 1984 [48] rpart package in R

Hu et al., 2008 [31]
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solutions. Recent research in this domain has the po-
tential to create breakthroughs in statistical inference
following model selection [74]. To address the asymp-
totic problem in coefficient estimation, the adaptive
LASSO regression has been proposed by introducing
adaptive weights to the L1 penalty term [55]. Suppose

β̂ is a
ffiffiffi
n

p
-consistent estimate to β (e.g., β̂ estimated

by OLS) and w is a weights vector w ¼ 1=jβ̂ γj for
some positive constant γ, the adaptive LASSO esti-
mates are given by:

β̂adaptiveLASSO ¼ arg min
β

ðjjY−Zβjj22 þ λ
XP
p¼1

wpjβpjÞ ð11Þ

It has been shown that the adaptive LASSO can enjoy
the computational efficiency by performing the LARS al-
gorithm on weighted predictors and achieve both
consistency in variable selection and asymptotic nor-
mality in coefficient estimation [55]. To control the
bias in effect estimation when predictors are highly
correlated, an extension of LASSO regression, the
group LASSO, could be used [75,76]. The group
LASSO regression has a penalty as an intermediate
between the L1 and L2 penalty with its estimator de-
fined as:

β̂groupLASSO ¼ arg min
β

ðjjY−Zβjj22 þ λ
XG
g¼1

jjVgβ
gð Þj 2j Þ ð12Þ

In this equation, jjY−Zβjj22 ¼
XN
i¼1

ðY i−β0−
XP
p¼1

βpZipÞ2 ,

λ ≥ 0 is a tuning parameter, Vg ¼ ffiffiffiffiffipgp I is a penalty

matrix with the number of predictors in the g-th group
pg and identity matrix I, and β(g) is the coefficient vector
of the g-th group, g = 1,…,G. It has the attractive prop-
erty of performing variable selection at the group level
and is invariant under groupwise orthogonal transforma-
tions like ridge regression [75,77]. Another alternative
that we have not explored is the application of the elastic
net, a penalized least squares method using a penalty as
the a combination of the LASSO and ridge penalty
[43,78]

β̂elastic−net ¼ arg min
β

jjY−Zβð jj22 þ λ2jjβjj22 þ λ1jjβj 1j Þ ð13Þ

where jjβjj22 ¼
XP
p¼1

β2p , jjβjj1 ¼
XP
p¼1

jβpj, λ1 and λ2 refer to

the tuning parameters for L1 and L2 norm penalty. As a
compromise between ridge and lasso regression, the
elastic net has the characteristic of both selecting vari-
ables like LASSO and shrinking the regression coeffi-
cients of correlated predictors like ridge. Therefore, it
outperforms LASSO regression by encouraging grouping
effects and improving the prediction accuracy when
there are high correlations between predictors [43,78].
Both the group LASSO regression and the elastic net are
popular choices when dealing with grouped variables, a
data structure matches well with the hierarchical nature
of the pollution mixture, and hence deserves further
investigation.
As a nonparametric technique, CART is well suited for

exploring complex relationships under a multipollutant
framework, however, it is limited by the fact that enforcing
monotonicity constrains in building a regression tree is
not possible. Some ideas have been provided in the con-
struction of monotone classification trees. Potharst and
Bioch suggested imposing monotonicity constraints by
adding corner elements of nodes to the existing data
[79]. Feelders proposed to use resampling to generate
many different trees and select the ones that are mono-
tone [80]. Feelders and Pardoel have developed an algo-
rithm that grows a large overfitted tree at an initial step,
prunes the tree towards a sequence of monotone
subtrees, and then selects the one with the best predic-
tive accuracy [81]. Hopefully, some of these algorithms
can be improved and extended to the monotone regres-
sion trees, making the CART more attractive in descri-
bing exposure-response relationships.
In this study, we proposed a two-step strategy for esti-

mating health effects when a large number of candidate
pollutants exist. As an initial step, we use CART to explore
the associations between individual pollutants and the re-
sponse. At the second step, different methods (BMA, DSA,
LASSO, PLSR, and SPCA) are applied to the subset of
important pollutants selected by CART. The advantage
of this two-step strategy comes from the reduction of
some less important dimensions at the first step, and
consequently the signal in the dataset carried forward to
the second step is boosted. However, in real data ana-
lysis, there is possibility that a true effect failed to be
identified at the initial step given a weak exposure-
response association will be missed in the regression
model. Therefore, the performance of this two-step strat-
egy depends heavily on the initial screen by CART.
Compared to univariate associations assessed in the first
step of SPCA, CART uses the information from the set
of all candidate variables as a whole and examines the
complex interactions among exposures and responses,
thus we expect this two-step modeling strategy to be
adaptable in a multipollutant context.
One limitation of our study is that only linear main

effects and linear interaction terms between pollutants
were assumed in our simulation and data analyses,
however, this assumption may not always be true as
evidences of nonlinear relationship, such as threshold
effect, polynomial effect or other non-parametric
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relationship, have been provided in multiple studies
[10,82-84]. Among all the methods we have discussed,
LASSO regression and BMA perform well in the
current simulation studies but may cause bias in esti-
mation if a misspecified interaction model was
adopted in the presence of a truly nonlinear effect;
DSA algorithm exhibits limited ability in detecting in-
teractions in our simulations but may perform better
in higher order polynomial models; CART may help
to identify the threshold values of exposure variables
and capture non-linear and higher order interactions
but does not quantify exposure effect estimates. More ex-
panded simulation studies with complex and high-
dimensional non-linear exposure-response surface are
warranted. We also acknowledge that although we have ex-
amined multiple simulation scenarios in our study, the esti-
mated health effects of exposures in some time‐series
studies are much smaller than the effects defined in our
simulations [4,7,10], thus further assessment of the relative
performances of different methods in time-series analysis
with smaller effect size or larger sample size may be of
added value. Another major issue in exposure epidemi-
ology, namely, exposure measurement error and varying
limits of detection for different exposures was not consid-
ered in our study, it has become well recognized that
measurement errors at different scales may bias the esti-
mation of regression coefficients in a multipolluant model,
for instance, effects of pollutants measured with larger er-
rors can be transferred to other correlated pollutants with
less errors [85]. Researchers have taken steps to address
the challenges of measurement error in time-series ana-
lyses [85-87], and further exploration is needed to develop
methods that take into account the exposure uncertainty.
Selection of lags in exposure-response relationship is an-
other important issue we did not explore. How to incorp-
orate multiple lagged exposures in a high-dimensional
response-exposure surface remains a problem where no
consensus has been reached. Selecting predictors/complex
models under a distributed lag structure remains an issue
of ongoing research [88,89]. In many health effects studies,
where direct measurements of personal exposure to mul-
tiple pollutants are not practical, ambient pollutants con-
centrations are often used as proxies for personal exposure
[6,13]. However, previous studies suggested that exposure
assessment based upon regional monitors does not ad-
equately represent the personal exposure [1,90-92]. Ap-
proaches to estimating personal exposure levels from
ambient measurements via spatial modeling has been
adopted for some air pollutants (e.g. NO2, PM2.5) [9,93,94],
but no attempt towards creating a multipollutant spatially
varying surface has been reported. Use of surrogates as im-
perfect measures of environmental exposures or imput-
ation strategies to circumvent incomplete data issues is not
studied in this paper.
Conclusions
Among the five methods evaluated for regression ana-
lysis, there is no uniform dominance of one method
across all examined simulation scenarios and data exam-
ples. Assuming that exposure distributions are reason-
ably approximated by lognormal distributions and the
strength of correlations among pollutants is moderate,
the performances of competing methods differ according
to the nature of the response variable, the sample size,
the number of exposure variables involved, and the strength
of exposure-response association. In addition, supported
by our results, the two-step modeling strategy proposed in
this paper is potentially applicable under a multipollutant
framework by taking advantage of both the screening
feature of CART and dimension reduction or variable se-
lection property of the subsequent statistical method.
Extension of these methods under complex sampling
schemes and correlated data with accompanying software
packages merits further development.
Characterizing uncertainty in appropriate ways to

proceed with tests of significance and construction of
valid confidence intervals (often with biased estimates)
following the variable selection/shrinkage methods we
have discussed is a very important problem that is not
fully resolved. This is typically done by advanced
bootstrap or resampling strategies that is non-trivial and
computation intensive. Bayesian methods have an advan-
tage of providing measures of uncertainty based on the
exact draws from a posterior distribution, an idea that
translates to complex models. In this paper we have not
discussed fully Bayesian methods. Bayesian approaches
require a complete and thorough independent study.
Modeling of non-linear and complex exposure surfaces

that are truly high dimensional is a daunting problem, re-
cent attempts toward targeted estimation of parameters that
are relevant for policy-making using reduced hierarchical
models are extremely noteworthy in this context [95]. After
building a complex model, one may attempt to extract in-
formation on not just the statistical model parameters, but
parameters that are most informative regarding the scientific
or policy question of interest. For example, risk ratios corre-
sponding to days when certain pollutants exceed national
standards may be more interpretable than the parameters
associated with a natural spline term in a non-linear model
[95]. However, any model trying to capture simultaneous
co-exposure due to multiple pollutants comes with the chal-
lenge of sparsity of sample size in cross-configuration levels
of pollutants, thus borrowing strength from prior studies,
meta-analysis across studies and the possibility of using vari-
able selection shrinkage methods, smoothing techniques as
well as Bayesian hierarchical models offer modern statistical
tools to approach this problem. The ultimate goal will be to
arrive at a low-dimensional, meaningful representation or
summary of a high dimensional modeling problem.
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Abbreviations
PM2.5: Particulate matter less than 2.5 micrometers in diameter;
PM10-2.5: Particulate matter between 2.5 and 10 micrometers in diameter;
CO: Carbon monoxide; SO2: Sulfur dioxide; NO2: Nitrogen dioxide; O3: Ozone;
BMA: Bayesian model averaging; DSA: Deletion/Substitution/Addition;
LASSO: Least absolute shrinkage and selection operator; PLSR: Partial least-
square regression; SPCA: Supervised principal component analysis; PACF:
Partial autocorrelation function; DOW: Day of the week; Temp: Temperature;
RH: Relative humidity; NHANES: National Health and Nutrition Examination
Survey; DAMAT: Detroit Asthma Morbidity, Air Quality and Traffic; FPR: False
positive rate; TPR: True positive rate; MSE: Mean squared error.

Competing interests
The authors declared that they have no competing interests.

Authors’ contributions
ZS conducted simulation studies, performed data analysis of the second
example, and drafted the manuscript. YT assisted in simulation studies,
performed statistical analysis of the first example, and drafted portions of
the article. SL has been involved in data cleaning and statistical analysis of
the second example, and drafted portions of the article. KKF helped to clean
data for the first example, drafted portions of the article, and edited the
article carefully. JDM designed the study of the first example and edited
the article. SKP provided insightful comments. SAB designed the DAMAT
study and revised the article critically. BM conceived the study, directed
its implementation and coordination, provided statistical methodology
insights, and edited the article. All authors have read and approved the
final manuscript.

Acknowledgements
This work was supported by NIEHS Grants R01ES017290, R01ES015146,
R21ES20811, EPA STAR R834797 and R01ES019616. Additional support was
provided by NIEHS Grant P30ES017885 entitled “Lifestage Exposure and Adult
Disease” and NIEHS Grant P42ES017198. We thank Dr. Steven Roberts (School of
Finance and Applied Statistics, Australian National University, Canberra, Australia)
for sharing his R codes for implementation of SPCA method in time-series
studies with count data. We are grateful to the reviewers for their helpful
comments and useful suggestions to improve this paper.

Author details
1Department of Biostatistics, University of Michigan School of Public Health,
Ann Arbor, MI, USA. 2Department of Environmental Health Sciences,
University of Michigan School of Public Health, Ann Arbor, MI, USA.

Received: 15 March 2013 Accepted: 2 October 2013
Published: 4 October 2013

References
1. Dominici F, Peng RD, Barr CD, Bell ML: Protecting human health from air

pollution: shifting from a single-pollutant to a multipollutant approach.
Epidemiology 2010, 21:187–194.

2. Johns DO, Stanek LW, Walker K, Benromdhane S, Hubbell B, Ross M, Devlin RB,
Costa DL, Greenbaum DS: Practical advancement of multipollutant scientific
and risk assessment approaches for ambient air pollution. Environ Health
Perspect 2012, 120:1238–1242.

3. Brown JS, Graham JA, Chen LC, Postlethwait EM, Ghio AJ, Foster WM,
Gordon T: Panel discussion review: session four–assessing biological
plausibility of epidemiological findings in air pollution research.
J Expo Sci Environ Epidemiol 2007, 17:S97–S105.

4. Maynard D, Coull BA, Gryparis A, Schwartz J: Mortality risk associated with
short-term exposure to traffic particles and sulfates. Environ Health
Perspect 2007, 115:751–755.

5. Dockery DW, Pope CA 3rd, Xu X, Spengler JD, Ware JH, Fay ME, Ferris BG Jr,
Speizer FE: An association between air pollution and mortality in six U.S.
cities. N Engl J Med 1993, 329:1753–1759.
6. Zanobetti A, Gold DR, Stone PH, Suh HH, Schwartz J, Coull BA, Speizer FE:
Reduction in heart rate variability with traffic and air pollution in
patients with coronary artery disease. Environ Health Perspect 2010,
118:324–330.

7. Pope CA 3rd, Burnett RT, Krewski D, Jerrett M, Shi Y, Calle EE, Thun MJ:
Cardiovascular mortality and exposure to airborne fine particulate
matter and cigarette smoke: shape of the exposure-response
relationship. Circulation 2009, 120:941–948.

8. Brook RD: Cardiovascular effects of air pollution. Clin Sci (Lond) 2008,
115:175–187.

9. Brook RD, Jerrett M, Brook JR, Bard RL, Finkelstein MM: The relationship
between diabetes mellitus and traffic-related air pollution. J Occup
Environ Med 2008, 50:32–38.

10. Li S, Batterman S, Wasilevich E, Wahl R, Wirth J, Su FC, Mukherjee B:
Association of daily asthma emergency department visits and hospital
admissions with ambient air pollutants among the pediatric Medicaid
population in Detroit: time-series and time-stratified case-crossover
analyses with threshold effects. Environ Res 2011, 111:1137–1147.

11. Pierse N, Rushton L, Harris RS, Kuehni CE, Silverman M, Grigg J: Locally
generated particulate pollution and respiratory symptoms in young
children. Thorax 2006, 61:216–220.

12. Schikowski T, Sugiri D, Ranft U, Gehring U, Heinrich J, Wichmann HE, Kramer U:
Long-term air pollution exposure and living close to busy roads are
associated with COPD in women. Respir Res 2005, 6:152.

13. Gauderman WJ, Avol E, Gilliland F, Vora H, Thomas D, Berhane K, McConnell R,
Kuenzli N, Lurmann F, Rappaport E, Margolis H, Bates D, Peters J: The effect of
air pollution on lung development from 10 to 18 years of age. N Engl J Med
2004, 351:1057–1067.

14. Brauer M, Lencar C, Tamburic L, Koehoorn M, Demers P, Karr C: A cohort
study of traffic-related air pollution impacts on birth outcomes. Environ
Health Perspect 2008, 116:680–686.

15. Bobak M: Outdoor air pollution, low birth weight, and prematurity.
Environ Health Perspect 2000, 108:173–176.

16. Beelen R, Hoek G, van den Brandt PA, Goldbohm RA, Fischer P, Schouten LJ,
Armstrong B, Brunekreef B: Long-term exposure to traffic-related air
pollution and lung cancer risk. Epidemiology 2008, 19:702–710.

17. Crouse DL, Goldberg MS, Ross NA, Chen H, Labreche F: Postmenopausal
breast cancer is associated with exposure to traffic-related air pollution
in Montreal, Canada: a case–control study. Environ Health Perspect 2010,
118:1578–1583.

18. Wu J, Wilhelm M, Chung J, Ritz B: Comparing exposure assessment
methods for traffic-related air pollution in an adverse pregnancy
outcome study. Environ Res 2011, 111:685–692.

19. Venners SA, Wang B, Xu Z, Schlatter Y, Wang L, Xu X: Particulate matter,
sulfur dioxide, and daily mortality in Chongqing, China. Environ Health
Perspect 2003, 111:562–567.

20. Pope CA 3rd: Epidemiology of fine particulate air pollution and human
health: biologic mechanisms and who’s at risk? Environ Health Perspect
2000, 108:713–723.

21. Mauderly JL, Burnett RT, Castillejos M, Ozkaynak H, Samet JM, Stieb DM,
Vedal S, Wyzga RE: Is the air pollution health research community
prepared to support a multipollutant air quality management
framework? Inhal Toxicol 2010, 22:1–19.

22. Sacks JD, Ito K, Wilson WE, Neas LM: Impact of covariate models on the
assessment of the air pollution-mortality association in a single- and
multipollutant context. Am J Epidemiol 2012, 176:622–634.

23. Vedal S, Kaufman JD: What does multi-pollutant air pollution research
mean? Am J Respir Crit Care Med 2011, 183:4–6.

24. National Research Council (Ed): Research Priorities for Airborne Particulate Matter, IV.
Continuing Research Progress.Washington, DC: National Academy Press; 2004.

25. Mauderly JL, Samet JM: Is there evidence for synergy among air
pollutants in causing health effects? Environ Health Perspect 2009, 117:1–6.

26. Mayer H: Air pollution in cities. Atmos Environ 1999, 33:4029–4037.
27. Grahame T, Hidy GM: Pinnacles and pitfalls for source apportionment of

potential health effects from airborne particle exposure. Inhal Toxicol
2007, 19:727–744.

28. Lall R, Ito K, Thurston GD: Distributed lag analyses of daily hospital
admissions and source-apportioned fine particle air pollution.
Environ Health Perspect 2011, 119:455–460.

29. Sarnat JA, Marmur A, Klein M, Kim E, Russell AG, Sarnat SE, Mulholland JA,
Hopke PK, Tolbert PE: Fine particle sources and cardiorespiratory

http://www.biomedcentral.com/content/supplementary/1476-069X-12-85-S1.docx
http://www.biomedcentral.com/content/supplementary/1476-069X-12-85-S2.docx


Sun et al. Environmental Health 2013, 12:85 Page 18 of 19
http://www.ehjournal.net/content/12/1/85
morbidity: an application of chemical mass balance and factor analytical
source-apportionment methods. Environ Health Perspect 2008, 116:459–466.

30. US EPA: Air Quality Index (AQI) - A guide to air quality and your health.
2009. EPA-456/F-09-002.

31. Hu W, Mengersen K, McMichael A, Tong S: Temperature, air pollution and
total mortality during summers in Sydney, 1994–2004. Int J Biometeorol
2008, 52:689–696.

32. Sinisi SE, van der Laan MJ: Deletion/substitution/addition algorithm in
learning with applications in genomics. Stat Appl Genet Mol Biol 2004,
3:Article18.

33. Mortimer K, Neugebauer R, Lurmann F, Alcorn S, Balmes J, Tager I:
Air pollution and pulmonary function in asthmatic children: effects of
prenatal and lifetime exposures. Epidemiology 2008, 19:550–557.

34. Dominici F, Wang C, Crainiceanu C, Parmigiani G: Model selection and
health effect estimation in environmental epidemiology.
Epidemiology 2008, 19:558–560.

35. Burnett RT, Brook J, Dann T, Delocla C, Philips O, Cakmak S, Vincent R,
Goldberg MS, Krewski D: Association between particulate- and gas-phase
components of urban air pollution and daily mortality in eight Canadian
cities. Inhal Toxicol 2000, 12:15–39.

36. Qian Z, Zhang J, Korn LR, Wei F, Chapman RS: Factor analysis of household
factors: are they associated with respiratory conditions in Chinese
children? Int J Epidemiol 2004, 33:582–588.

37. Arif AA, Shah SM: Association between personal exposure to volatile
organic compounds and asthma among US adult population. Int Arch
Occup Environ Health 2007, 80:711–719.

38. Roberts S, Martin MA: Using supervised principal components analysis to
assess multiple pollutant effects. Environ Health Perspect 2006,
114:1877–1882.

39. Geladi P, Kowalski BR: Partial least-squares regression - a tutorial.
Anal Chim Acta 1986, 185:1–17.

40. Hoeskuldsson A: PLS regression methods. J Chemometr 1988, 2:211–228.
41. Wold S, Sjostrom M, Eriksson L: PLS-regression: a basic tool of

chemometrics. Chemom Intell Lab Syst 2001, 58:109–130.
42. Roberts S, Martin MA: A critical assessment of shrinkage-based regression

approaches for estimating the adverse health effects of multiple air
pollutants. Atmos Environ 2005, 39:6223–6230.

43. Hastie T, Tibshirani R, Friedman J (Eds): The Elements of Statistical Learning.
New York: Springer-Verlag; 2001.

44. Clyde M: Model uncertainty and health effect studies for particulate
matter. Environmetrics 2000, 11:745–763.

45. Koop G, Tole L: Measuring the health effects of air pollution: to what
extent can we really say that people are dying from bad air?
J Environ Econ Manage 2004, 47:30–54.

46. Thomas DC, Jerrett M, Kuenzli N, Louis TA, Dominici F, Zeger S, Schwarz J,
Burnett RT, Krewski D, Bates D: Bayesian model averaging in time-series
studies of air pollution and mortality. J Toxicol Environ Health A 2007,
70:311–315.

47. Billionnet C, Sherrill D, Annesi-Maesano I: Estimating the health effects of
exposure to multi-pollutant mixture. Ann Epidemiol 2012, 22:126–141.

48. Breiman L, Friedman JH, Olshen RA, Stone CJ (Eds): Classification and
Regression Trees. Monterey, CA: Wadsworth and Brooks; 1984.

49. Haight TJ, Wang Y, van der Laan MJ, Tager IB: A cross-validation deletion-
substitution-addition model selection algorithm: application to marginal
structural models. Comput Stat Data An 2010, 54:3080–3094.

50. Data-Adaptive Estimation with Cross-Validation and the D/S/A
Algorithm. [http://www.stat.berkeley.edu/~laan/Software/]

51. Bair E, Hastie T, Paul D, Tibshirani R: Prediction by supervised principal
components. J Am Stat Assoc 2006, 101:18.

52. Bair E, Tibshirani R: Semi-supervised methods to predict patient survival
from gene expression data. PLoS Biol 2004, 2:511–522.

53. Tibshirani R: Regression shrinkage and selection via the Lasso. J Roy Stat
Soc B Met 1996, 58:267–288.

54. Efron B, Johnstone I, Hastie T, Tibshirani R: Least angle regression. Ann Stat
2004, 32:407–499.

55. Zou H: The adaptive lasso and its oracle properties. J Am Stat Assoc 2006,
101:1418–1429.

56. Tibshirani R: Regression shrinkage and selection via the lasso. J R Stat Soc
Ser B 1996, 58:267–288.

57. Hoeting J, Madigan D, Raftery A, Volinsky C: Bayesian model averaging:
a tutorial. Stat Sci 1999, 14:382–417.
58. Madigan D, Raftery AE: Model selection and accounting for model
uncertainty in graphical models using Occam’s window. J Am Stat Assoc
1994, 89:1535–1546.

59. Draper D: Hierarchical modeling, variable selection, and utility. UK: Technical
Report, Dept Mathematical Sciences, Univ Bath; 1999.

60. Raftery A: Approximate Bayes factors and accounting from model
uncertainty in generalized linear models. Biometrika 1996, 83:251–266.

61. Raftery AE: Bayesian model selection in social research. Sociol Methodol
1995, 25:111–163.

62. Raftery AE, Madigan D, Hoeting JA: Bayesian model averaging for linear
regression models. J Am Stat Assoc 1997, 92:179–191.

63. Furnival GM, Wilson RW: Regression by leaps and bounds. Technometrics
1974, 16:499–511.

64. Thomas DC, Witte JS, Greenland S: Dissecting effects of complex mixtures:
who’s afraid of informative priors? Epidemiology 2007, 18:186–190.

65. Zhao Z, Zhang Z, Wang Z, Ferm M, Liang Y, Norback D: Asthmatic
symptoms among pupils in relation to winter indoor and outdoor air
pollution in schools in Taiyuan, China. Environ Health Perspect 2008,
116:90–97.

66. Kahn HD: Note on the distribution of air pollutants. J Air Pollut Control
Assoc 1973, 23:973.

67. Roberts S, Martin MA: The question of nonlinearity in the dose–response
relation between particulate matter air pollution and mortality:
can Akaike’s Information Criterion be trusted to take the right turn?
Am J Epidemiol 2006, 164:1242–1250.

68. Roberts S, Switzer P: Mortality displacement and distributed lag models.
Inhal Toxicol 2004, 16:879–888.

69. NCHS (National Center for Health Statistics), National Health and Nutrition
Examination Survey: [http://www.cdc.gov/nchs/nhanes/about_nhanes.htm]

70. Ferguson KK, Loch-Caruso R, Meeker JD: Urinary phthalate metabolites in
relation to biomarkers of inflammation and oxidative stress: NHANES
1999–2006. Environ Res 2011, 111:718–726.

71. Ferguson KK, Loch-Caruso R, Meeker JD: Exploration of oxidative stress
and inflammatory markers in relation to urinary phthalate metabolites:
NHANES 1999–2006. Environ Sci Technol 2012, 46:477–485.

72. Spiegelhalter DJ, Dawid AP, Lauritzen SL, Cowell RG: Bayesian analysis in
expert systems. Stat Sci 1993, 8:219–247.

73. Hadi AS, Ling RF: Some cautionary notes on the use of principal
components regression. Am Stat 1998, 52:15–19.

74. Lockhart R, Taylor J, Tibshirani R, Tibshirani R: A significance test for the
lasso. 2013. http://arxiv.org/abs/1301.7161.

75. Yuan M, Lin Y: Model selection and estimation in regression with
grouped variables. J Roy Stat Soc B 2006, 68:49–67.

76. Meier L, van de Geer SA, Buhlmann P: The group lasso for logistic
regression. J Roy Stat Soc B 2008, 70:53–71.

77. Bakin S: Adaptive regression and model selection in data mining problems,
PhD Thesis. Australian National University; 1999.

78. Zou H, Hastie T: Regularization and variable selection via the elastic net.
J Roy Stat Soc B 2005, 67:301–320.

79. Potharst R, Bioch JC: A decision tree algorithm for ordinal classification.
In Advances in Intelligent Data Analysis, Proceedings, vol. 1642. Edited by
Hand DJ, Kok JN, Berthold MR. Berlin: Springer-Verlag Berlin; 1999:187–198.

80. Feelders AJ: Prior knowledge in economic applications of data mining
<D>. Lect Notes Comput Sci 2000, 1910:395–400.

81. Feelders A, Pardoel M: Pruning for monotone classification trees. In
Advances in Intelligent Data Analysis V, vol. 2810. Edited by Berthold MR, Lenz
HJ, Bradley E, Kruse R, Borgelt C. Berlin: Springer-Verlag Berlin; 2003:1–12.

82. Ulm K: A statistical method for assessing a threshold in epidemiological
studies. Stat Med 1991, 10:341–349.

83. Billionnet C, Gay E, Kirchner S, Leynaert B, Annesi-Maesano I: Quantitative
assessments of indoor air pollution and respiratory health in a
population-based sample of French dwellings. Environ Res 2011,
111:425–434.

84. Kelsall JE, Samet JM, Zeger SL, Xu J: Air pollution and mortality in
Philadelphia, 1974–1988. Am J Epidemiol 1997, 146:750–762.

85. Zeger SL, Thomas D, Dominici F, Samet JM, Schwartz J, Dockery D, Cohen A:
Exposure measurement error in time-series studies of air pollution: concepts
and consequences. Environ Health Perspect 2000, 108:419–426.

86. Chang HH, Peng RD, Dominici F: Estimating the acute health effects of
coarse particulate matter accounting for exposure measurement error.
Biostatistics 2011, 12:637–652.

http://www.stat.berkeley.edu/~laan/Software/
http://www.cdc.gov/nchs/nhanes/about_nhanes.htm
http://arxiv.org/abs/1301.7161


Sun et al. Environmental Health 2013, 12:85 Page 19 of 19
http://www.ehjournal.net/content/12/1/85
87. Zeka A, Schwartz J: Estimating the independent effects of multiple
pollutants in the presence of measurement error: an application of a
measurement-error-resistant technique. Environ Health Perspect 2004,
112:1686–1690.

88. Gasparrini A, Armstrong B, Kenward MG: Distributed lag non-linear
models. Stat Med 2010, 29:2224–2234.

89. Welty LJ, Peng RD, Zeger SL, Dominici F: Bayesian distributed lag models:
estimating effects of particulate matter air pollution on daily mortality.
Biometrics 2009, 65:282–291.

90. Avery CL, Mills KT, Williams R, McGraw KA, Poole C, Smith RL, Whitsel EA:
Estimating error in using residential outdoor PM2.5 concentrations as
proxies for personal exposures: a meta-analysis. Environ Health Perspect
2010, 118:673–678.

91. Avery CL, Mills KT, Williams R, McGraw KA, Poole C, Smith RL, Whitsel EA:
Estimating error in using ambient PM2.5 concentrations as proxies for
personal exposures: a review. Epidemiology 2010, 21:215–223.

92. Brown KW, Sarnat JA, Suh HH, Coull BA, Koutrakis P: Factors influencing
relationships between personal and ambient concentrations of gaseous
and particulate pollutants. Sci Total Environ 2009, 407:3754–3765.

93. Jerrett M, Burnett RT, Ma R, Pope CA 3rd, Krewski D, Newbold KB, Thurston
G, Shi Y, Finkelstein N, Calle EE, Thun MJ: Spatial analysis of air pollution
and mortality in Los Angeles. Epidemiology 2005, 16:727–736.

94. Molitor J, Jerrett M, Chang CC, Molitor NT, Gauderman J, Berhane K,
McConnell R, Lurmann F, Wu J, Winer A, Thomas D: Assessing uncertainty
in spatial exposure models for air pollution health effects assessment.
Environ Health Perspect 2007, 115:1147–1153.

95. Bobb JF, Dominici F, Peng RD: Reduced hierarchical models with
application to estimating health effects of simultaneous exposure to
multiple pollutants. J Roy Stat Soc C-App 2013, 62:451–472.

doi:10.1186/1476-069X-12-85
Cite this article as: Sun et al.: Statistical strategies for constructing
health risk models with multiple pollutants and their interactions:
possible choices and comparisons. Environmental Health 2013 12:85.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Statistical methods
	Notations
	Classification and regression tree (CART)
	Deletion/Substitution/Addition (DSA)
	Supervised principal component analysis (SPCA)
	Least absolute shrinkage and selection operator (LASSO)
	Partial least-squares regression (PLSR)
	Bayesian model averaging (BMA)
	Simulation studies
	Simulation settings for cross-sectional studies
	Simulation settings for time-series studies

	Data analysis examples
	Cross-sectional design with quantitative outcome: oxidative stress biomarkers and environmental contaminant exposures in the national health and nutrition examination survey study
	Time-series design with count data: asthma morbidly and ambient air pollutants in the detroit asthma morbidity, air quality and traffic study

	Results
	Simulation results
	Cross-sectional studies
	Time-series studies

	Results for data examples
	NHANES data on oxidative stress biomarkers and environmental contaminant exposures
	DAMAT data on asthma morbidly and ambient air pollutants

	Discussion
	Conclusions
	Additional files
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


